with a stable open state. Time-averaged pore radius profiles of the transmembrane domain obtained from three independent simulations (of 300 ns length each) initiated with different velocities from the system obtained after 150 ns equilibration with pore restraints. No restraints were applied to keep the pore open. The radii of a dehydrated and a hydrated chloride ion are indicated by dashed green and cyan lines, respectively. The pore is positioned in this and subsequent figures such that the L9' ring is located at s = 0. In all three repeats, the structure from the simulation is physically open and theoretically allows permeation of hydrated chloride ions. (green) and sodium (red) ions over 300 ns. The isosurfaces represent a density value of 0.5 particles/nm 3 . Transparent ribbons indicate the receptor backbone. The L9' ring and P-2' ring residues are shown in van der Waals representation. The densities prove chloride occupancy in the transmembrane pore and, moreover, show selectivity for chloride over sodium in this region. (d-f) Trajectories of water, chloride and sodium ion z-coordinates within 5 Å of the channel axis inside the pore over 300 ns (represented by blue, green and red circles, respectively). The 0 point of the z-axis is positioned at the L9' ring and the receptor structures in the left panels are aligned and scaled correspondingly to allow for spatial orientation along the z-axis. The whole channel pore is wetted throughout the simulations (dewetted regions would appear as white stretches). While chloride frequently penetrates the transmembrane pore, sodium only does so very rarely, again demonstrating the chloride selectivity for this channel. Pore radius r (Å) mean standard deviation radius hydrated chloride ion radius chloride ion
